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Period for Reply 

A SHORTENED STATUTORY PERIOD FOR REPLY IS SET TO EXPIRE 3 MONTH(S) FROM 
THE MAILING DATE OF THIS COMMUNICATION. 

- Extensions of time may be available under the provisions of 37 CFR 1 .136(a). In no event, however, may a reply be timely filed 
after SIX (6) MONTHS from the mailing date of this communication. 

• If the period for reply specified above is less than thirty (30) days, a reply within the statutory minimum of thirty (30) days will be considered timely. 

- If NO period for reply is specified above, the maximum statutory period will apply and will expire SIX (6) MONTHS from the mailing date of this communication. 

- Failure to reply within the set or extended period for reply will, by statute, cause the application to become ABANDONED (35 U.S.C. § 1 33). 
Any reply received by the Office later than three months after the mailing date of this communication, even if timely filed, may reduce any 
earned patent term adjustment. See 37 CFR 1.704(b). 

Status 

1 )K Responsive to communication(s) filed on 26 January 2006 . 
2a)S This action is FINAL. 2b)D This action is non-final. 

3) Q Since this application is in condition for allowance except for formal matters, prosecution as to the merits is 

closed in accordance with the practice under Ex parte Quayle, 1935 CD. 1 1 , 453 O.G. 213. 

Disposition of Claims 

4) ^ Claim(s) 1-4.6 .7. 9-1 3.1 5-1 8.21-30 and 32-37 is/are pending in the application. 

4a) Of the above claim(s) is/are withdrawn from consideration. 

5) D Claim(s) is/are allowed. 

6) g| Claim(s) 1-4.6. 7.9-13.15-18.21-30 and 32-37 is/are rejected. 

7) D Claim(s) is/are objected to. 

8) D Claim(s) are subject to restriction and/or election requirement. 

Application Papers 

9) D The specification is objected to by the Examiner. 

10) D The drawing(s) filed on is/are: a)D accepted or b)D objected to by the Examiner. 

Applicant may not request that any objection to the drawing(s) be held in abeyance. See 37 CFR 1.85(a). 
Replacement drawing sheet(s) including the correction is required if the drawing(s) is objected to. See 37 CFR 1.121(d). 

1 1) D The oath or declaration is objected to by the Examiner. Note the attached Office Action or form PTO-152. 

Priority under 35 U.S.C. § 119 

12) D Acknowledgment is made of a claim for foreign priority under 35 U.S.C. § 1 19(a)-(d) or (f). 
a)D All b)Q Some * c)D None of: 

1 .D Certified copies of the priority documents have been received. 

2. Q Certified copies of the priority documents have been received in Application No. . 

3. Q Copies of the certified copies of the priority documents have been received in this National Stage 

application from the International Bureau (PCT Rule 17.2(a)). 
* See the attached detailed Office action for a list of the certified copies not received. 



Attachment(s) 

1 ) □ Notice of References Cited (PTO-892) 4) □ Interview Summary (PTCM1 3) 

2) □ Notice of Draftsperson's Patent Drawing Review (PTO-948) Paper No(s)/Mail Date. . 

3) □ information Disclosure Statement(s) (PTO-1449 or PTO/SB/08) 5 ) D Notice of Informal Patent Application (PTO-152) 

Paper No(s)/Mail Date . 6) □ Other: . 

U.S. Patent and Trademark Office 

PTOL-326 (Rev. 1-04) Office Action Summary Part of Paper No./Mail Date 20060405 
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DETAILED ACTION 

Claims 1-4, 6-7, 9-13, 15-18, 21-30, 32-37 are pending and are examined in this 
office action. 

Claims 5, 8, 14, 19-20 and 31 are canceled. 

Applicants are required to follow Amendment Practice under revised 37 CFR 
§1.121. The fax phone numbers for the organization where this application or 
proceeding is assigned is 571-273-8300. 

The text of those sections of Title 35, U.S. Code not included in this action can 
be found in a prior Office action. Rejections and/or objections not reiterated from 
previous office actions are hereby withdrawn. The references cited herein are of 
record in a prior Office action. 



Claim Rejections - 35 USC § 102 

Claims 1-4, 6-7, 9-11, 13, 15, 18, 21-27, 29 and 32-37 are rejected under 35 
U.S.C. 102(b) as being anticipated by Niels et al (J Invest Dermol 97(5):843-848, 1991), 
for the same reasons of record as set forth in the office action mailed on 10/26/05. 

Response to arguments 

The applicant arguments regarding prior issue on pages 10-12 of response filed 
on 01/26/06 has been fully considered. The applicant argues that Krejci (Neils) does 
not anticipate the calims because the cited art does not disclose applicant's engineered 
device. The applicant argues that matrix is engineered: it is fabricated polymer whose 
components are purcahsed from comercial vendors. The applicant argues that in 
contrast Krejci uses human cadaver skin, therefore there are significant differences 
between applicant's device and Krejci's device. The applicant argues that Krejci's matrix 
cannot be timely prepared for a patient in need because it requires a one to two week 
decontamination period with antibiotics; in contrast, Applicant's matrix can be 
synthesized within hours with reagents purchased different vendors. The applicant 
argues that Krejci's biologic has a persistence of months to years in the body; in 
contrast. Applicant's matrix is degradable and is, in fact degraded within two to four 
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weeks of grafting. The applicant argues that Applicant's matrix can be made to pre- 
determined specifications. Krejci's matrix cannot be so made because li is used as it is 
harvested. 

However, applicant's arguments are found not persuasive because the scope of 
invention as claimed is not limited to what is asserted in response filed on 01/26/06. 
Given the broadest reasonable interpretation the scope of invention as claim 
encompasses any biocompatible reticulated acellular matrix that has been engineered 
by man, which clearly reads upon the biocompatible acellular reticular dermal matrix as 
disclosed by Krejci et al (see Krejci page 843, col.2, especially the making of DED and 
SCD). Furthermore, in response to applicant's argument that the references fail to show 
certain features of applicant's invention, it is noted that the features upon which 
applicant relies (i.e., matrix is fabricated from polymer whose components are 
purcahsed from comercial vendors, or matrix is degradable, or matrix can be made to 
pre-determined specifications etc) are not recited in the rejected claim(s). Although the 
claims are interpreted in light of the specification, limitations from the specification are 
not read into the claims. See In re Van Geuns, 988 F.2d 1181, 26 USPQ2d 1057 (Fed. 
Cir. 1993). In addition the MPEP clearly states that the claims define the property rights 
provided by a patent, and thus require careful scrutiny. The goal of claim analysis is to 
identify the boundaries of the protection sought by the applicant and to understand how 
the claims relate to and define what the applicant has indicated is the invention. See In 
re Hiniker Co., 150 F.3d 1362, 1369, 47 USPQ2d 1523, 1529 (Fed. Cir. 1998). The 
subject matter of a properly construed claim is defined by the terms that limit its scope. 
As a general matter, the grammar and intended meaning of terms used in a claim will 
dictate whether the language limits the claim scope. Language that suggests or makes 
optional but does not require steps to be performed or does not limit a claim to a 
particular structure does not limit the scope of a claim or claim limitation. For example, 
in instant case the given the broadest reasonable interpretation the "an engineered" 
product is merely a product that has been altered in context to its original form. Thus, 
the cited art clearly anticipate the invention as claimed. 
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Claim Rejections - 35 USC § 103 



Claims 8, 12, 16-17, 28 and 30 are rejected under 35 U.S.C. 103(a) as being 
unpatentable over Niels et al (J Invest Dermol 97(5):843-848, 1991) as applied to claims 
1-7, 9-11, 13-15, 18-27, 29 and 31-37 above, and further in view of Boyce (Med. Biol. 
Eng. Comput. 36:791-800, 1998, ref of record) and Boyce (US 5,976,878, 1999, ref of 
record), for the same reasons of record as set forth in the office action mailed on 
10/26/05. 

Response to arguments 

The applicant arguments regarding prior issue on pages 13 of response filed on 
01/26/06 has been fully considered. The applicant argues that rejecntion is improper at 
least because there must be some suggestion or motivation, either in the references 
themselves or in the knowledge generally available to one of ordinal skill in the art, to 
modify the reference or to combine the reference teachings. The applicant argues that 
Krejci reference does net teach, suggest or motivate an engineered matrix. The 
applicant argues that in contrast. Krejci explicitly requires non-synthetic components. 
The applicant concluded that one skilled in the art would not be motivated to combine 
references to form applicant's device, because Krejci appreciated benefits from a non- 
synthetic matrix. 

However, applicant's arguments are found not persuasive because for the 
reasons of record and as stated above the scope of invention as claim encompasses 
any biocompatible reticulated acellular matrix that has been engineered by man, which 
clearly reads upon the biocompatible acellular reticular dermal matrix as disclosed by 
Krejci et al (see Krejci page 843, col.2, especially the making of DED and SCD). 
. Furthermore, in response to applicant's argument that the references fail to show certain 
, features of applicant's invention, it is noted that the features upon which applicant relies 
(i.e., matrix is fabricated from polymer whose components are purcahsed from 
comercial vendors, or matrix is degradable, or matrix can be made to pre-determined 
specifications etc) are not recited in the rejected claim(s). Although the claims are 
interpreted in light of the specification, limitations from the specification are not read into 
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the claims. See In re Van Geuns, 988 F.2d 1181, 26 USPQ2d 1057 (Fed. Cir. 1993). In 
response to applicant's argument that there is no suggestion to combine the references, 
the examiner recognizes that obviousness can only be established by combining or 
modifying the teachings of the prior art to produce the claimed invention where there is 
some teaching, suggestion, or motivation to do so found either in the references 
themselves or in the knowledge generally available to one of ordinary skill in the art. 
See In re Fine, 837 F.2d 1071, 5 USPQ2d 1596 (Fed. Cir. 1988) and In re Jones, 958 
F.2d 347, 21 USPQ2d 1941 (Fed. Cir. 1992). In this case, it would have been obvious 
to one ordinary skill in the art at the time of filing to incorporate insulin in the range of 
0.05 ug/ml to about 500 ug/ml in the culture conditions as taught by Niels in view of 
Boyce (1998). One would have been motivated to incorporate insulin in culture media 
because insulin is a growth factor that increases cellular growth and proliferation. It 
would have been further obvious to use dehydrated laminated collagen as taught by in 
view of Boyce (1999). One would have been motivated to make dried cross-lined matrix 
because such a preparation can be stored in a dry state for future use. In addition it 
would have been further obvious to incorporate genetically engineered cells in the skin 
construct in view of Boyce (1998). One would have been motivated to do so produced 
the desired gene product in the cultured skin construct. Thus the invention as claimed is 
prima facie obvious in view of cited prior art of record. 

Claim Rejections - 35 USC §112 

Claims 1-4, 6-7, 9-13, 15-18, 21-30, 32-37 are rejected under 35 U.S.C. 112, first 
paragraph, because the specification, while being enabling for a cultured skin device 
and method of making the same wherein the biocompatible reticular acellular matrix is a 
porous cross-linked collagen matrix, does not reasonably provide enablement for any 
cultured skin device, wherein the biocompatible reticular acellular matrix is composed of 
any other substance. In addition while being enabling for the therapeutic use of the 
cultured skin device for skin engraftment the specification as filed does not reasonably 
provide enablement for the therapy of any and all metabolic diseases, protein defect, 
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protein deficiency and combination thereof. The specification does not enable any 
person skilled in the art to which it pertains, or with which it is most nearly connected, to 
make and use the invention commensurate in scope with these claims, for the same 
reasons of record as set forth in the office action mailed on 10/26/05. 
Response to arguments 

The applicant arguments regarding enablement issue on pages 13-14 of 
response filed on 01/26/06 has been fully considered. The applicant argues that 
applicnat has provided both histological and anatomical data of record, showing efficacy 
in treating burn patients using the method described in the specification to prepare and 
surgically use applicant's device. The applicant argues that the examiner agreed that 
applicant's claims were enabled: "Current enablement new matter and prior art rejection 
will be withdrawn in view of claim amendment (Interview Summary July 20, 2005). 
Applicant's amendments were filed on August 2, 2005. 

However, applicant's arguments are found not persuasive because the interview 
summery clearly states that current enablement new matter and prior art rejection wNI 
be withdrawn in view of claim amendment. However the amendment filed on 08/02/05 
changes the scope of invention, resulting the current amendment rejection. In addition 
the applicant fails to address enablement issues raised regarding the scope of the 
biocompatible reticulated a cellular matrix, which encompasses a non-porous acelluar 
matrix (i.e. steel, glass, gold, plastic etc). The state of the artificial skin art at the time of 
filing of instant invention was such that the construction artificial skin is complex and the 
final product made is of little benefit if it cannot be efficiently produced, and is capable of 
providing engraftment benefits (see Supp et al. The FASEB Journal. 16:797-804, 2002, 
see page 803, col.1, ref. of record). The specification as filed fails to disclose any skin 
device (as claimed) which is capable of engraftment in an animal and can be of any 
therapeutic use in a patient with a burn, a burn scar, a chronic skin ulcer, a congenital 
skin lesion, any metabolic disease, any protein defect, any protein deficiency, and/or 
combinations thereof. Even though the presentation provided by the applicant during 
the interview conducted on 07/22/05 discloses use of a biocompatible reticulated matrix, 
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the presentation falls short of disclosing the structural limitation of the biocompatible 
acellular matrix used. 

The earlier office action clearly provided the evidence that the state of the art 
regarding the selection of the matrix onto which the cells are seeded suggest that the 
choice of the matrix has been found to be key to the uniform formation of tissue, since 
the matrix provides physical and chemical cues to guide the process of artificial skin 
development. In addition the spatial and compositional properties of the matrix are key, 
with porosity of the scaffold and inter connectivity of the pores being capable of enabling 
cell penetration into the structure as well as transport of nutrients and waste products 
(Naughton, Ann. N.Y. Acad Sci. 961:372-385, 2002). The applicant fails to provide any 
evidence on the record, which establishes that a skin device constructed on a non- 
porous acellular matrix is capable of engrafting. The disclosure "shall inform how to 
use, not how to find out how to use for themselves." See In re Gardner 475 F.2d 1389, 
177 USPQ 396 (CCPA 1973). In instant case the examples provided in the instant 
specification are prophetic and read as instructions rather than examples, leaving 
significant amount of experimentation necessary to practice the invention. The USPTO 
does not have laboratory facilities to test if an invention will function as claimed when 
working examples are not disclosed in the specification, therefore, enablement issues 
are raised and discussed based on the state of knowledge pertinent to an art at the time 
of the invention, therefore skepticism raised in the enablement rejections are those 
raised in the art by artisans of expertise. It is noted that the unpredictability of a 
particular area may alone provide reasonable doubt as to the accuracy of the broad 
statement made in support of enablement of claims. See Ex parte Singh, 17 USPQ2d 
1714 (BPAI 1991). 

Furthermore while every aspect of a generic claim certainly need not have been 
carried out by an inventor, or exemplified in the specification, reasonable detail must be 
provided in order to enable members of the public to understand and carry out the 
invention. In instant case the specification as filed read upon instructions rather than 
providing a working example, leaving significant amount of experimentation necessary 
to practice the invention. For example the specification fails to disclose making of a 
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cultured skin device comparing any and all biocompatible reticulated acellular non- 
porous matrices (i.e. steel, glass, gold, plastic etc), and successful engraftment of any 
such device in any animal model to establish that such a skin device is capable of 
performing the intended use of at least for skin engraftment. It is noted that patent 
protection is granted in return for an enabling disclosure of an invention, not for vague 
intimations of general ideas that may or may not be workable (See Brenner v. Manson, 
383 U.S. 519, 536, 148 USPQ 689, 696 (1966). Therefore the rejection of instant 
claims falls in the realm of 35 USC 112(1) regarding enablement issues (how to make 
and use the claimed skin device) and not under 35 USC 112(1) for utility issues. In 
addition making an artificial skin device using any combination of conditions and 
components wherein the fate of the final product is unpredictable, is not considered 
routine in the art and without sufficient disclosure of the final product made the 
experimentation left to those skilled in the art is unnecessarily, and improperly, 
extensive and undue. See In re Wands 858 F.2d 731, 8 USPQ2nd 1400 (Fed. 
Cir.1988). Therefore considering the state of the art and limited amount of guidance 
provided in the instant specification, one skill in the art would have to engage in 
excessive and undue amount of experimentation to exercise the invention as claimed. 

Claims 10-17, 18-23, 24-27 and 34-37 are rejected under 35 U.S.C. 1 12, second 
paragraph, as being indefinite for failing to particularly point out and distinctly claim the 
subject matter which applicant regards as the invention, for the same reasons of record 
as set forth in the office action mailed on 10/26/05. 

Claim 10 is indefinite because it is unclear what are conditions sufficient to form a 
cultured skin device so that the dermal cells provide a cellular lamination layer in this 
context. It is unclear whether the dermal and epidermal cells are inoculated as a mixture 
or separately in this context. The applicant argues that instant claims are distinct 
because either sequential or simultaneous inoculation is possible. However this is found 
not persuasive because the scope of conditions sufficient to form a cultured skin device 
is not limited to equential or simultaneous inoculation of cells. 
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Claim 18 is indefinite because it is unclear what are the conditions to form at 
least one dermal cellular lamination layer in this context. The applicant argues that claim 
18 has been amended to recite "dermal cell". The applicant response has been found 
not fully persuasive because scope of conditions sufficient to form a cultured skin device 
is not limited to the identification of first dermal cell. 

Claim 24 is indefinite because it is unclear what are conditions to form a 
permanent cultured skin device having a dermal cellular lamination layer. It is especially 
unclear in context that whether the dermal and epidermal cells are inoculated as a 
mixture or separately for the production of the permanent cultured skin device. The 
applicant argues that instant claims are distinct because either sequential or 
simultaneous inoculation is possible. However this is found not persuasive because the 
scope of conditions sufficient to form a cultured skin device is not limited to sequential 
or simultaneous inoculation of cells. 

Claim 34 is indefinite because it is unclear what are conditions to form a 
permanent cultured skin device within one month having a cellular lamination layer. It is 
unclear whether the dermal and epidermal cells are inoculated as a mixture or 
separately in this context. The applicant argues that instant claims are distinct because 
either sequential or simultaneous inoculation is possible. However this is found not 
persuasive because the scope of conditions sufficient to form a cultured skin device is 
not limited to sequential or simultaneous inoculation of cells. 

In addition if the language of the claim is such that a person of ordinary skill in 
the art could not interpret the metes and bounds of the claim so as to understand how 
to avoid infringement a rejection of the claim under 35 U.S.C. 112, second paragraph 
would be appropriate. See Morton Int 1, Inc. v. Cardinal Chem. Co., 5 F.3d 1464, 1470, 
28 USPQ2d 1190, 1195 (Fed. Cir. 1993). See MPEP 173.02. In instant case it is 
unclear how one would envision the invention as claimed to avoid infringement issues 
especially in context with "conditions sufficient to form" in the context of instant claims. 
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Conclusion 



No claims are allowed. 

Note: Applicants remarks regarding Lam and Sugiyama are acknowledged but 
are not further considered, since these references have not been applied in any 
rejection. 

THIS ACTION IS MADE FINAL. Applicant is reminded of the extension of time 
policy as set forth in 37 CFR 1 .136(a). 

A shortened statutory period for reply to this final action is set to expire THREE 
MONTHS from the mailing date of this action. In the event a first reply is filed within 
TWO MONTHS of the mailing date of this final action and the advisory action is not 
mailed until after the end of the THREE-MONTH shortened statutory period, then the 
shortened statutory period will expire on the date the advisory action is mailed, and any 
extension fee pursuant to 37 CFR 1.136(a) will be calculated from the mailing date of 
the advisory action. In no event, however, will the statutory period for reply expire later 
than SIX MONTHS from the mailing date of this final action. 

Any inquiry concerning this communication or earlier communications from the 
examiner should be directed to Sumesh Kaushal Ph.D. whose telephone number is 
571-272-0769. The examiner can normally be reached on Mon-Fri. from 9AM-5PM. If 
attempts to reach the examiner by telephone are unsuccessful, the examiner's 
supervisor, Dave Nguyen can be reached on 571-272-0731. 

Information regarding the status of an application may be obtained from the 
Patent Application Information Retrieval (PAIR) system. Status information for 
published applications may be obtained from either Private PAIR or Public PAIR. 
Status information for unpublished applications is available through Private PAIR only. 
For more information about the PAIR system, see http://pair-direct.uspto.gov. Should 
you have questions on access to the Private PAIR system, contact the Electronic 
Business Center (EBC) at 866-217-9197 (toll-free). 

Any inquiry of a general nature or relating to the status of this application or 
proceeding should be directed to 571-272-0547. For all other customer support, please 
call the USPTO Call Center (UCC) at 800-786-9199. The fax phone number for the 
organization where this application or proceeding is assigned is 571-273-8300 
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